Painful ophthalmoplegia can be caused by numerous pathologic conditions such as aneurysm; neoplasms such as chondrosarcoma, lymphoma, and nasopharyngeal carcinoma; diabetes mellitus; infection; and inflammatory disorders such as sarcoidosis and Tolosa-Hunt syndrome (THS). 1 Described by Tolosa 2 in 1954 and Hunt et al 3 in 1961, THS is an idiopathic, selflimited inflammatory disorder characterized by painful ophthalmoplegia that has a rapid response t o s y s t e m i c c o r t i c o s t e r o i d therapy. 2, 3 We describe a patient who initially appeared to have THS but at autopsy was found to have an Aspergillus infection that involved the carotid artery and caused her death.
Report of a Case.
A 70-year-old previously healthy woman with no history of diabetes or immunosuppression developed pain around the right eye and then impaired vision for approximately 2 months. She denied symptoms of diplopia, scalp tenderness, weight loss, or jaw claudication. Two 2-week courses of oral corticosteroid therapy (prednisone, starting at 60 mg/d for 2 days and then tapered during 2 weeks) had produced transient relief of the pain, but the symptoms had recurred when the use of prednisone was discontinued.
Examination on November 14, 2003, showed a visual acuity of 2/200 OD and 20/20 OS. The eyes a p p e a r e d n o r m a l e x t e r n a l l y (Figure 1) , and the exophthalmometry values were 17 mm OD and 15 mm OS. The ocular motility showed mild impairment of abduction in the right eye. The pupils were equal and showed a moderate relative afferent pupillary defect in the right eye. Humphrey visual field (Swedish Interactive Threshold Algorithm [SITA] Standard 24-2) testing showed a central scotoma in the right eye, which extended inferiorly (Figure 2) , and a normal visual field in the left eye. The anterior segment, intraocular pressure, and fundi were normal in both eyes.
Laboratory testing revealed a hematocrit value of 40%, a white blood cell count of 5200/µL with a normal differential, and an erythrocyte sedimentation rate of 45 mm/h. Review of a previous magnetic resonance image (MRI) of the brain and orbits performed on October 30, 2003, with gadolinium showed a diffuse, enhancing lesion that involved the right orbital apex and cavernous sinus. The ill-defined process was consistent with inflammation, lymphoma, or metastasis. The patient was treated with oral prednisone and was much improved 11 days later, when the visual acuity was 20/30 OD. On December 9, 2003, she was continuing to improve, and a subsequent MRI showed no definite radiographic change (Figure 3 ). The corticosteroids were tapered. On January 20, 2004, while the patient was taking 2.5 mg of prednisone on alternate days, the pain and vision im-pairment recurred with counting fingers OD. Another course of prednisone was initiated. In the week before her death, the patient was seen at an outside urgent care facility because of malaise, vomiting, and diarrhea, which were suggestive of influenza. Although she improved for a couple of days, she went to bed with a headache on the night before she was found dead, on the morning of February 22, 2004.
Autopsy revealed that an acute subarachnoid hemorrhage centered posterior to the right orbit was the cause of death. Histopathologic analysis demonstrated many Aspergillus organisms in the dura mater and leptomeninges that surrounded the internal carotid artery and invaded the wall of the artery (Figure 4) .
Serial histologic sections of the patient's optic chiasm and optic nerves demonstrated inflammation and necrosis with Aspergillus organisms that involved the dura mater and extended into the right optic nerve at the level of the orbital apex (Figure 5 and Figure 6 ). The lumen of the right ophthalmic artery was markedly narrowed relative to the lumen of the left ophthalmic artery (Figure 7) . The right optic nerve exhibited pallor of staining, indicating a reduction in myelinated fibers, inflammation, and gliosis (Figure 8 ).
Comment. The underlying cause of THS is idiopathic granulomatous inflammation in the region of the cavernous sinus and posterior orbit. The condition affects structures traversing the cavernous sinus and may affect the optic nerve. 4 Established by Hunt and others in 1961, the diagnostic criteria for THS consist of (1) steady, gnawing pain behind the eye with ophthalmoplegia; (2) involvement of nerves running through the cavernous sinus; (3) duration of symptoms of days to weeks; (4) spontaneous remission with residual deficit; (5) recurrent attacks at intervals of months or years; and (6) exclusion of all other disease processes. 3 The MRIs in patients with THS typically show an enhancing, cavernous sinus soft tissue mass that tends to resolve after corticosteroid treatment. 5 Although Hunt and colleagues noted responsiveness to corticosteroid treatment as a diagnostic tool, recent reports have cautioned against using this clinical pattern as a diagnostic criterion. Life-threatening diseases, such as lymphoma, aneurysms, and cavernous sinus metastasis, may be missed if corticosteroid responsiveness is considered pathognomonic for this syndrome. 6 In our case, arterial aspergillosis masqueraded as a corticosteroidresponsive, idiopathic painful process that affected primarily the orbital apex. With increasing use of chemotherapy, corticosteroids, and antibiotics and an increasing prevalence of diabetes mellitus, more cases of orbital and central nervous system aspergillosis have been reported, 7,8 some with intracranial hemorrhage. 8, 9 Although aspergillosis is commonly suspected in immunocompromised patients, some immunocompetent patients have also been noted to have orbital or central nervous system aspergillosis. 7 In a case similar to ours, Suzuki et al 9 tion of the ophthalmic branch of the trigeminal nerve. The patient subsequently died of a subarachnoid hemorrhage due to an aneurysm caused by Aspergillus infection. Although Aspergillus commonly originates in the lungs, more cases of paranasal sinus aspergillosis are being reported. [7] [8] [9] It is possible that our patient had a paranasal sinus Aspergillus infection that extended into the orbital apex and carotid artery, although imaging studies did not indicate such an infection. The corticosteroid therapy, despite alleviating the symptoms, may have exacerbated the infection and facilitated the resulting intracranial hemorrhage. Although some patients survive with aggressive early treatment, approximately 60% of patients with central nervous system aspergillosis are either unsuccessfully treated or die. [7] [8] [9] Painful ophthalmoplegia with visual loss merits careful evaluation. Although the underlying cause may not be apparent, the diagnosis of THS requires careful monitoring to ensure that other diseases have been excluded. The physician should have a low threshold to seek histopathologic clarification of the diagnosis. 
